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ABSTRACT

CRISPR-Cas9 has revolutionized gene editing by enabling precise, efficient, and cost-effective genome modifications.
This paper highlights the most significant clinical trial findings that demonstrate the therapeutic potential of CRISPR-
based treatments for genetic disorders such as Sickle Cell Disease (SCD), Cystic Fibrosis (CF), and Leber Congenital
Amaurosis (LCA). Additionally, it explores CRISPR’s role in advancing CAR-T cell therapies for hematological
malignancies. The paper emphasizes clinical outcomes, treatment efficacy, safety, and future potential for CRISPR in
personalized medicine.
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1. INTRODUCTION

Genetic disorders present significant treatment challenges, with many conditions lacking curative therapies.
Traditional treatment approaches often focus on symptom management rather than addressing the underlying genetic
cause. CRISPR-Cas9, a gene-editing technology derived from bacterial immune defense mechanisms, has introduced
the possibility of directly correcting disease-causing mutations. This paper reviews clinical trials investigating
CRISPR- based therapies, detailing their methodologies, findings, and potential for widespread medical application.

Mechanism of CRISPR-Cas9 Gene Editing

CRISPR-Cas9 enables targeted genome modifications through:

e Cas9 Nuclease: Introduces double-strand DNA breaks at specific sites.
e Guide RNA (gRNA): Directs Cas9 to the target sequence.

e DNA Repair Mechanisms: Cells repair breaks via Non-Homologous End Joining (NHEJ) (leading to gene
disruption) or Homology-Directed Repair (HDR) (enabling precise gene correction).

These mechanisms provide a foundation for developing gene therapies targeting various genetic disorders.
Figure: Process of conducting clinical trials for CRISPR-based gene therapies

Patient Selection - Identdy eligitle candidates based on genebc critena and madical history

Preclinical Studies — Conduct laboratory and animal model research to assess safety and effecbveness

Gene Editing Procedure -+ Extract, modily, and expand patient-derived celis using CRISPR-Cas? technoiogy

Conditioning Therapy — Prepare fhe pabent's body for the reintraduction of gens-edied celis, often using chemotherapy of Immunosuppression

Cell Infusion -+ Reinsertion of genetically mocdied ceds Info the patient’s system

Monitoring & Follow-Up — Track patient respanse, potenlial adverse effects, and long-lerm efficacy through regular assessments
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CRISPR Therapy for Genetic Diseases: Clinical Trial Data and Findings Sickle Cell Disease (SCD)

SCD is an inherited disorder caused by a point mutation in the -globin gene, leading to the production of abnormal
hemoglobin S (HbS), red blood cell sickling, and vaso-occlusive complications. CRISPR-based therapies aim to
mitigate disease pathology by reactivating fetal hemoglobin (HbF) expression, which can compensate for defective
adult hemoglobin.

CLIMB-SCD-121 Trial (Casgevy - Vertex/CRISPR Therapeutics)

In this Phase 1/2 trial, autologous hematopoietic stem cells were extracted from patients, genetically modified using
CRISPR-Cas9 to disrupt the BCL11A gene (a repressor of HbF expression), and reinfused following myeloablative
conditioning. 92% of patients remained free from vaso-occlusive crises 12 months post-treatment, demonstrating
sustained therapeutic benefit. Increased HbF levels were observed in all participants, and no major off-target effects
were reported.

Lyfgenia Trial (Bluebird Bio)

Unlike Casgevy, Lyfgenia utilizes a lentiviral vector to introduce a functional beta-globin gene into patients’
hematopoietic stem cells, promoting the production of a functional hemoglobin variant. 80% of patients achieved
transfusion independence within one year. Although mild conditioning-related adverse effects were reported, long-
term safety profiles remain favourable.

Cystic Fibrosis (CF)

CF is an autosomal recessive disorder caused by mutations in the CFTR gene, resulting in defective chloride ion
transport and multi-organ dysfunction. CRISPR-based strategies aim to restore CFTR function either by correcting
mutations or inserting a functional copy of the gene.

Ex vivo CRISPR Gene-Edited CFTR Cells Trial

Patient-derived airway basal stem cells were genetically corrected using CRISPR-Cas9 and then expanded in vitro
before being reintroduced into the respiratory epithelium. Chloride channel function was restored in 70% of lab-
cultured cells. While animal models demonstrated improved mucus clearance and lung function, human trials are
ongoing to assess long-term efficacy and durability.

In vivo CRISPR-LNP Therapy Trial

This approach utilizes lipid nanoparticles (SORT LNPs) to deliver CRISPR-Cas9 components directly to lung
epithelial cells via inhalation. Preclinical trials demonstrated a 40% improvement in lung function with sustained gene
correction. Early-phase human trials suggest promising safety and potential therapeutic benefits.

Leber Congenital Amaurosis (LCA)

LCA is a severe inherited retinal dystrophy primarily caused by CEP290 mutations. CRISPR- based gene therapy
seeks to correct the 1VS26 mutation to restore photoreceptor function.

EDIT-101 Trial (Editas Medicine)

EDIT-101 is an AAV5-delivered CRISPR therapy designed to introduce precise deletions in the CEP290 gene to
restore proper splicing. Patients received subretinal injections of the therapy. Over 60% of patients demonstrated
measurable improvements in visual acuity. While some experienced mild inflammation, no severe adverse events were
recorded.

CRISPR-Edited CAR-T Cell Therapies for Cancer

CRISPR has enhanced CAR-T cell therapy by improving tumor targeting specificity, reducing immune rejection, and
increasing persistence in circulation.

COBALT™-LYM Trial (CTX130 - CRISPR Therapeutics)

This study evaluated allogeneic T-cells edited to target CD70, a protein highly expressed in T- cell lymphomas.
CRISPR was used to remove endogenous T-cell receptors to minimize graft- versus-host disease. 70% of patients
achieved an overall response, with 30% achieving complete remission. Compared to traditional CAR-T therapies,
toxicity was lower, and immune rejection was minimized.

ET-901 Trial (Allogene Therapeutics)

Patients with relapsed/refractory B-cell non-Hodgkin lymphoma received CRISPR-edited CD19-targeting T-cells
engineered for enhanced persistence. 100% of patients demonstrated an objective response in Phase 1 trials, indicating
significant therapeutic potential.
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ALLO-329 (Dual-Target CAR-T Therapy, Allogene Therapeutics)

This trial investigates a dual-targeting approach against both CD19 and CD70 for hematologic malignancies and
autoimmune disorders. Early-stage data suggest enhanced tumor clearance with prolonged T-cell activity. Further
trials are needed to assess long-term benefits.

FDA-Approved CRISPR and CAR-T Therapies

Kymriah and Yescarta are the first FDA-approved CAR-T therapies demonstrating durable remissions in hematologic
malignancies.

Kymriah — Pediatric ALL
Achieved an 81% complete response rate in relapsed pediatric acute lymphoblastic leukemia patients.
Yescarta — Mantle Cell Lymphoma

Demonstrated a 93% response rate in mantle cell lymphoma patients, with long-term follow- ups indicating sustained
remission.

Challenges and Future Directions

Despite promising results, CRISPR-based therapies face challenges:

o Off-Target Effects: Ongoing research aims to improve precision editing and reduce unintended mutations.

¢ Regulatory and Ethical Considerations: Issues surrounding human genome editing require stringent oversight.
o Delivery Efficiency: Novel vectors and delivery systems are under investigation to enhance in vivo applications.
Future research will focus on refining these therapies, broadening their applicability, and ensuring accessibility.

2. CONCLUSION

CRISPR-Cas9 represents a paradigm shift in gene therapy, with extensive clinical data validating its efficacy in

treating genetic disorders and advancing CAR-T therapies. The continued refinement of this technology will determine
its long-term viability as a mainstream medical intervention.
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